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2 - */7 s - 4 - 7;i/#o trn y *?>f§3£#3U*-£tf)& 



[ft 13 



[0 0 0 1] 

*m&. mzv*'?*y*«'f*#-'*iv (&t, r D pp-ivj 

e>. ) SWSOi: bxm%*mM2 -t/yj -4 -7»*u trn y s;^«##xtt 

[0 0 0 2] 

DPMVtt, N*»j^e> 2#gtc^n «J >, k Kn*>>7n y >Xttr7->5: 

•£tf@B#! (H-Xaa-Pro % H-Xaa-HypXttH-Xaa-Ala [Xaa«#S<&75 ^tt&a**] 
Sfc**.6ftTV>« (Mentlein R. Regulatory Peptide, 85, 9-24, 1999) . & 




[^tf©l3-t ZB? o 



1 
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#2002-264450 



2 gMtjR*t&# , Tf »>f > * ff - #w» u x v> s ^ i: tfta e> ftt *; (Nauc 

k M. A. Diabetologia, 29, 46-52, 1986) , £®fft§ffi8tftt&«0$ffiSH 

®— 3£#;te>ftTv^. z.<DZtfrh, ^y^vf-y^^^^t^^tx 

m^B^o^mitm^Wbn^^xktist^t^x^tix^^o 

&fcftxm*>$tfi&>( y#\/ i ?yft%Ztt?<t'&®t.bx* y)v%3y 

(JSTF* r GLP-lj fcV%e>. ) »e>tl"rv%5„ 3©GLP-mifot*HC# 
J&SfilMfc, a^WJSttftatl*^, i©^»ttft»^K:DPP-IVK:J:*1!lWJC 
.fcSfcCDT'&SZ.^tffrfroTV)^ (Drucker D. J. Diabetes, 47, 159-169, 1 
998) . DPP-IVICi:y«Wa*lfe^lSttaGU , -lttGU»-lft*<*K:»#b, 
ffi'f£MGLP-lODit£-££lfiW1*Sfc*> 3 P>lCGLP-l©>f l/*2/*WI>W*SW* 
fc#X.(bftT^5 (Knudsen L. B. European Journal of Pharmacology, 318, 4 
29-435, 1996) „ 

Ztib<DZtlfrib, DPP-IVH^C<k Vft®mGlP-l<Dyfim&fcZffi<Z£X 
, >f yt \/ i f-yftm**£&-Z J <£%Z.£ftX%, i&%i:bXmSti?§&%tei£Xfr?> 

[0 0 0 3] 

IU^^WO'97/40832-t^tCtt, 5 jitt**&*^*Tia«T?S%atl« 

-f y n >f 5/ - 7 »/ y s> k#dpp-iv & iawr s x t tc «t y , * a,tM&0>* v^ife* 
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[ft 2] 




S^iiWOOl/96295-^^lCtt, 5 TIBHK*T?zi*3 
[0 0 0 4] 



[flSS] 




Kb 4] 
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[ft5] 

R(CH2)n f J 

[ft6] 



N 




[ft 7]. 




[0 0 0 5] 



4 
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#2002-2644. 5 0 



[0 0 0 6] 

mm (2mmm) > jyxvy&tt&m, mmmiznt^m^amn 
tot, DPP-iviawmi:bT^M^TiB-^ (i) x*mzn$>2 



• [0 0 0 7] 



UtS) 




(i) 



5 
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-;k rw?^ ifnuy-;i/, t^y^-/K r^i-;w 7€tr-;w 
r^jitj-jw =E;i/t>'JM ^e^tf u /i/, #*-&*-/i/, 

$;t Kae^/y/K [1.3] s;#*v9-/i/, *s*us?-/i/, 7-7 
ifbre/^D [2.2.1] /s^;w 8-7if^t/*n [3.2.1] %-**w*/>7 

n [3.2.1].if^^/l/, 8-f7^>^D[3.2.1]tf^ fh5t KD^; >J;W 
f h9KFB-fy*^'J^ >f>KU/I/, KnW z/Ky/l/tfWf&ft*. 
[0 0 0 8] 

<, 10&±* #&U<&lo73rM4o©fig|g&;£l/'T^T ; &<J:V^ - 

^^±OSSI^ilUTti, S&SPB ; -OH ; -0-g&g$*B ; AO 
-CO-fi&SS^B ; -COO-ftiiSfB ; -S0 2 -*jH«ffB ; - 
CONRR' ; &#WT*ifc««^S«. #*b.<tt, -OH, -O-®^?;^ 

rrt, rs.^r' «, m-xim%?x, -oht?*!!Us*itvvc*j:HB 
»7;i/^Xtt-H&^t (JSnFE&) . r«MS»Bj fctt, -oh, 
-o-fiiRr^/^/i/, -o-7'J-^ Any:/, s/r^&t;-hD^6fts* 

MTjiT-frs ternr/v*-^ */9u7fr*fr. */ 9 urn* -ft* 7V-fr 

oo-mmms ; -so 2 -mmmB ; -conrr' ? tiif*:n« 

6 ffiE#2 003-3050145 



^2 002-2 64450 

#£b<&> -oh, -o-f&mfr*^ -o-7.u-;w AD^X 

- s o 2 -<sgi7>n/dr;i/ (-oh, -oHEar/i^/w -o-tu-m ad 
Tt)«kv>)., -so 2 -7U-^ (-oh, -o-qm?fr*n/. -o-ru- 

[0 0 0 9] 

tf>^;K x*/u< ^nbf;w >fv7ni?;iA sec--? 

ter t 

tu;k l-yn^ l-^f-^ 2-^-r-;K 3-7-r-;i/ 

r(S^7;i/^-;w fctt, c 2 _ 6 ©7;i/*x/t/&;ii!fcu *flt»K:i*«*.tf, 
if-jv, i-^Dtr-^, 2-^ntr-;K 3 

[0 0 10] 

fts. =ft#ift£»M;t«> J/?n^D^, t/9u*yf-fr. s^n/v**^ 

tfS/^O [3.1.1] 'S^^ fc?*/*n [2.2.2]#*^;K 1^>*n[3.2.1 

]##^;w t^>*n [3.3.1] y-;i/2Wfe>*i5. 
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[0 0 11] 

lffittiU £ft«K:tt«*tf, ^x-;b, fcTny/K fcTU^U 

h?yy/K £y#i7-/i/, hur^-M >fv* 

^^vti;;k huryy/b, *:>i/79— m ^>i/fi-^ lyw-rvr 

hyri/y/i/, >f>Ky;K ji/jyvvfr* *-rvvn>> ^; , J^'^v^>' 
y;i/, ^^d-'jm >f5^ytfus?-M -f $*v*ry ^^-^w&tis 

o 

(r\Qjfyi tbTtt, ?)i*u. ?nn, yn^e, H-FrtWf&*u 

[0 0 12] 

*>a<^ vn>E 3/\*&> 7^;t>$^ TWvt, y>^ 
& *#;/*;i/>fc>&, x.#yxjMbyM^<?)%Wfc* 7* 

X5#ym> ?ft*%ym&<»u i &7Kjn£.G>nttw&* thu^A, #y? 
$ jmt<n^7y : t=-vj*&mi$mib&z>. 
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[0 0 13] 

^m^©}c«, &«5rtK:j5v^Tfmf*tiTiwa-** (i) ks$i 

^'trfcOT?**. *«^yn K5yy%^'tSli:lt», Prog. Me 
d. 5:2157-2161 (1885)K:«i*3ftT V^**>, 9 9 O^fll rg£& 

©m^j mimft^wtfti 6 3~i 9 ssciaiRanTv^sas^Jf&n*. 

[0 0 14] 

(Greene) fttftfyy (Wuts) ^f, Tprotective Groups in Organic Syn 
thesis (third edition) j fcB«®fi*flU6 ! fc¥W , *£ 

[0015] 
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[ft 9] 



0 



N^/ 
CN 



A-NH 2 
(I I I) 



or 




(i i) 



(i) 



#£jSt*ffc£* (I I) -jR*A-NH 2 «a*l*-T5^ (I I 



hy*A, K«***y^ACDJ:"5ftiRBt*«T^*y, h'JiW^X 

-f v 7 n if* x*/u r ^ br y > © «k e> fc*$57 s y*Hfi& w fe n * . 



l o 
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[0 0 16] 

[M®*MU 

DPP-IvMfWB****. 
MM) , HW«iJ>#WWJW (2 MM) * -f^'^W* 

[0 0 17] 

fee 

JfWCffofc. 50 mM Tris-HCU 150 mM tfttb'J^ 0.1% MJ h > X-100 
, 0.3 mU/ml 7* MHHW>PF-IV (SIGMAtfc»), 0.05 mM Gly-Pro-AMC (BACHEH 

x;i/) ftMTfBO^W-f >*a^-J/H>U ^®^(Exitation 355 nm/ Emi 
ssion 460 m)&W£(ARV0„ PerkinEl«er|t$i) Ofc. IjtltXIt, HI-ftftTf* 

© I CgQ-fit^^l ^1*o 

[0 0 18] 
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■»13 







mm i 


9.1 



[0 0 19] 

»&«v*t, «en, *a, ntt», am *?*nm* %m. mm, mm. 
&m> mm. RMfaeicaasfu apttxtt^apwfctt^sn*. 

*^**#*i/Ta*ftj6Sft*#* a**Ai HSfcyamfo. i~so 

Omg, *IPT'0. 0 1~1 0 0mgTf»9, 1 ®&£ VHif!cllHC#W 

*»wft^©ftpa-^ofe«>oH#aia*'fcbTti, &m> &m* mnm*$ 
^?stt3&#ra^©»M, Bawdry ^a^y*^* a® J^fcaJtsi 

*»Xl**»ttMlcJ:yS/aa, t Kn*f7Q tf/l/-fe/l/ 

[0 0 2 0] 
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ftjffl, fi»»* MW»©J:^<fc'*l*«. tTtfai, M**k 

) 

z©* 3 i!icwft«r,.-i»jwiJ, ip> %itm. &mm* 

[0 0 2 1] 
[0 0 2 2] 

^noyw^n'J K(o.73 mi)o^nn^^A(i4 b1)Mic^t« WfflF 
ia*o*ia(woo2/3854i)K:*»Lfe*j»^/ai/fe(2S,4S)-4-7^n trn U 2? 

3.0 nl)0*nO*;i/A(lo'ml)»»tt*WTU £jSa##fc*frT30#W*#P 
Lfc. Rj»a£«&BEET«ttU #&*ife««®*nn*/i/A(i4 ■i)««ic 



ffifiE^ 2003-3050145 



#2 0 0 2-2 6 4 4 5 0 



vh^97<f -(J8BK8ISE; * D n*;i/A-# n UibJUJ*'-* * J .-7l/=30:l)lCT 

»§5iV a^fccj: y (2s,4s)-i-(^nnr-fe^)-4-7^*nt;n u ^>-2-#;t/ 

jtf-h U;i/0.84 gfcfifco 

[0 0 2 3 3 
##M2 

J.Hed.Cheo. (1991), 34, 656-663; J.Heterocycl.Chem. (1982), 19, 485-48 
8JCffitt<&*«£ETOL-&J*Ufc, tett--7*fr exo-8-TW*stU [3.2.1] 
h-3->f;i/*;U/1V-b &®&(790 mgJCD&ft^U'XlO ml), n,n-s?* 
3j>;i/A75 K(5 ml)®$g$K:, h «Jxf;V7 3 >(1.3 g) £ «fctf* # >*;i/7fcx 
^nU KU.05 g)fciD;L g?&T?lBil#bfc. fiJStB^«% , »ffiT»l«b» 

^DYb^7-f- WMil«/^** > : »»X^;i/=7: 3) JC * U »88 U X* 
;i/X-x;i/-/\^-b->CT^^b-r^Xi:{C«i: »J tert-y^;i/ exo-8-(* &>7> 
^j^-;i/)-8-Tiftfe/^D [3.2.1]** h-3-f;i/*^A , 7-h(600 ■g)**&H 

##M2£n*£,. *2tcjft , r#*«3~4 , &, **i*ft*ftsi* ******* 

[0 0 2 4] 

#%M5 

##M2T*#e>tlfetert-^;i/ exo-8-U # x;i/)-8-7ift^>* 0 [ 

3.2.1]** h-3-^^/*;WtT- K500 mg)0Stmx^;i/(15 ml)^?RJC 4 M^flS 
7K3R/»»x^^»*(15 ml)*:**., iaf9|Wtfe. 
* 5 £ i: JC J: »J exb-8- ( ;* # > * x;b) -8- 7 if tf $/ * n [3 . 2 . 1] * * b -3->T 
;i/T^ > &^&(400 mg) UT#fc. 



ffJ|BE#2 0 0 3- 



3 0 5 0 14 5 



w • 

#200. 2 - 26445. 0 

[0 0 2 5] 

Rf : mmm^ 

Salt : * (HC1 : fum : 7?Mt, &fB$ : 7 U — ft) > 

Strucutre : H3ii^, 

Data : WHUTOS 5 - * (NMR : (CHg^Sifc U DMSO-dgftWftfllpJIfc 

Lfe, 1 H-NMRJCfctt£fc?-*©8 [pP"h FAB-MS : FABftidMJHlU =>.p. : MM) 

Me:^^;K Boc : Ms : * * 

[0 0 2 6] 
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C*2] 



Rf 

/C a |+\ 


Structure 


Data 


1 


A 


NMR:2.33-2.67(2H,m),3.60-4.05 
(2Hm),435^.55<2H,m),4.95-5.0 
5,5.30-5.60(2H,ro). 
FAB-MS:191. 


2 


b 

Ms 


FAB-MS:305. 


3 


^^NHBoc 




4 


V 

HC^^ ^^NHBoc 


r Ad-Mo :iOO. 


5 

(HCI) 


Ms 


FAB-MS:205. 


6 

(HCI) 




FAB-MS:193. 


7 

(HCI) 


V 

NC"^ ^^NH 2 


FAB-MS:266. 



[0 0 2 7] 

Jdfcffl 

H»»WIW002l8380#^«B«©*ttK:ttoT*l«tfe, ;I/:*;l/tf- 
;l/)fcr'<!; S?;/-4-75 > — *»tt(451 mg)£g^:&;i/$/tf A(435 mg)©r-feh 

-hU;i/(8 Di)lilic, ##^jiT'#e>tife(2S,4S)-i-(^aa7-fe5 L ;i/)-4- 

1 6 ffiliE# 2003-3050145 



##2 0 0 2-264450 

nO^A^^I ^ -TV : 28%7 > ^—7^=100: 1:0. 1-20:1:0.1) 

x*; -71/(10 Bl)fejDA. SS*C30«»ia«»Lfe. U x*;- 

7l/T*8fc#&, ^JETIS^Ufe. ^&ftfcjte'6@#(230 mg)§:T-h^tl KD77> 
(2 <nl)£:*# ^ -71/(4 nl)KlT$8jS?U 7V71/BK80 mg)S:in^fe„ i©»«* 
«i3^»2 ■UCft**T?«ETiWiU £*IK1X* y -71/(5 mO&ftl*., 
30&ia*#Ufc. *f»****U xdry-7V^8fe»«, «ETfB*-r*wi:K: 
J:»j\ (2S,4S)-4-77l/*a-l-({[l-(^^7l/^71/^x;i/)lf/<ys;>-4->f7l/]7^ 
y)7-fe^71/)tTnU S7>-2-;i77t/#X h V)l — :7V71/&&£M&J^Ir£bT217 

[0 0 2 8] 

ex : mmm^> 

Bn : *>i;7l/, tBu : 
[0 0 2 9] 
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*|#2 0 0 2-2 644 5 0 



[i§3] 



H o CN 



Ex 
(Salt) 


A 


Data 


1 

(fum) 




NMR:1.35-1.55(2H,ro),1.65-2.05(2 

H,m),2.20-2.60(2H,in),2.60-3.00(6 

H,in),3.40-3.85(5H,m),3.85-4.35(l 

H,m),4.75-5.05(lH,m),5J0-5.65(l 

H,m),6.57(2H,s),7.5<M0.50(3H,br). 

FAB-MS:333. 


2 

(fum) 




NMR:1.95-2.40(2H,m),3.30-430(9 
H^n),4.40-4.75(lH,m),520-5.60(l 
H,ro),6.55(2H,s). 
FAB-MS:228. 


3 

(fum) 




NMR:U0-1 .50(2H^n), 1 .75- 1 .90(2 

H,m), 1 .95-2. 1 5(2H,m),2.25-2.70(3 

H,m)^.75-2.95(2H^n),3.45-3.60(3 

H,m),3.60-3.85(2H,m),3.85-4.20(l 

H,m) > 4.80-5J8(lH,m) > 5J8-5.60(l 

H,m),6.56(2as),7.20.7J7(5H4n). 

FAB-MS 345. 


4 

(fum) 


Me 


NMR:1.0O-1.15(3H,m),1.45-1.70(l 
H,m),l .90-2.10(lH,inX235-2.75(3 
H,m),2.75-2.95(2H,mp. 12-3-25(1 
IiinP^5-4. 10(6H^n),4.90-5.38(l 
H^n)^.38-5.60(lH,m),6.58(2H,s),7 
.20-7.40(5H,m). 
FAB-MS:345. 


5 

(fum) 


>-0< 


NMR.-1 .25-2.05(16H,m),2.20-2.90( 
5H^n).3.00-4.00(7H^n),4.75-5J8( 
lH,m),5.38-5.60(lH^i),6.54(2H,s). 
FAB-MS 363. 



[0 0 3 0] 
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C^4] 



H O CN 



Ex 
(Salt) 


A 


Data 


6 

(fum) 


tBu-(> N ^ 


NMR;0.75-0.90(9H.m),0.90-l . 1 0(2 

H,m),1.2(M.55(7H,m),1.5S-2.10(4 

H,m)^.10-4.05(10H^n),4.6.0-5J8( 

lH,ro),5.38-5.60(lH,m),6.55(4Iis). 

FAB-MS:379. 


7 

(fum) 




NMR:1.20-1.45(2H^n),1.70-l.90(2 

H,m)£J0-2.60(2H,m),2.60-2.90(l 

H.m)3.20-335(2H.ra),335-3.55(l 

H,«n)J.55-3.70(2H^n)J.70-4.05(3 

H,m),4.90-534(lH,jn),534-5.60(l 

H,m),6^7(2H,s). 

FAB-MS:256. 


8 

(fum) 


— \ 


NMR--0.98(6H,t),2.25-2.80(8H,m), 
3.00-3.20(2H,m)J30-3.80(5H > m), 
3.80-430(lH,m),4.70-538(lH,m), 

4.90-534(lH,in) > 534-5.60(lH^i), 

6.60(4H,s). 

FAB-MS298. 


9 

(fum) 




NMR:135-1.5S(6H,m),2.10-2.45(2 

H,m),2.60-2.75(lH,m)^.98-3.65(4 

H,m)3.80-3.95(lH,m),4.00-435(l 

H,m),4.70-4.95(lH^n),5.l5-5.40(2 

HM<>.59(2H^),7.15-7.45(5Iim). 

FAB-MS:298. 


10 

(fum) 




NMR:1 .24-1 .50(2H,m),l .70-2.04(2 

H,my30-3.04(4H,m)J.40-4.15(7 

H,mX4.90-5.05,5J0-5.60(2H,m),6. 

58(2Hs),7.02(2H,d),7.55(2H,d). 

FAB-MS:356. 



(0 0 3 1] 
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[*5] 



H O CN 



Ex 
(Salt) 


A 


Data 


11 
(fum) 




NMRrU0-1.40(2H^n),1.70-2.00(2 

H,m) > 230-3JO(4H,mp.4O-4.1O(S 

H,m),420-4.40(2H,ni),4.90-5.60(2 

Iim),6.57(2H,s),6.95(lH,d), 

7.83(lH,m).8.45(lH,d). 

FAB-MS-357.' 


12 
(fum) 




FAB-MS:371. 
mp : 146-14*C 


13 
(fum) 


Ms 


NMR:U5.1.53(2H^n),U5-1.75(2 

H,m),1.85-2.05(4HjnyJO-2.60(2 

H,m),2.88-3.04<4H,ni),3.35-4.00(4 

H,m),4.05-4.2S(2H,m),4.90-5.04,5. 

28-5.60(2H,m). 

FAB-MS:359. 


14 

(fum) 




FAB-MS 347. 

mp : 194-19rC(^i5?) 


15 
(fum) 


V 


NMR:1 ,25-1.60(2H,m),l .60-2.05(2 

H,m),2.20-2.90(5H^O,3.00-4.25(6 

H,tn),4.70-5;00(lH,m),5.20-5.60(l 

H,m).6.52(lH,s),7.70-8.00(2H^n),8 

.05-8.20(2H,in). 

FAB-MS.420. 



[0 03 2]. 
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No : ft£$f##. 
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